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ANDA 40-103 cm I2 !9%

Rosemont Pharmaceutical Corporation
Attention: Donald H. Waters, Ph.D.
301 South Cherokee Street
Denver, CO 80223

Dear Sir:

This is in reference to your abbreviated new drug application
dated April 29, 1994, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Benztropine Mesylate
Tablets USP, 0.5 mg, 1 mg and 2 mg.

Reference is also made to your amendment dated November 13r 1996= .

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Benztropine Mesylate Tablets USP, 0.5 mg, 1 mg
and 2 mg to be bioequivalent and, therefore, therapeutically
equivalent to the listed drug Cogentin@ (Benztropine Mesylate
Tablets, 0.5 mg, 1 mg and 2 mg of Merck Sharp & Dohme). Your
dissolution testing shc>uldbe incorporated into the stability and
quality control program using the same method proposed in your
application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240) . Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.



We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Forx FD-2253 at the
time of their initial use.

Sincerely yours,

~ 2.+- @@%
Douglas L. Spor
Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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2. ANLxL& 40-103

3. NAME AND ADDRESS OF APPLICANT

Rosemont Pharmaceutical Corp.
Denver, CO 80223

4. LEGAL BASIS FOR ANDA SUBMISSIONS 5. SuPPLEMENT(s)

505(j), 21 CFR 314.94(d)(5) & 314.440 N/A

6. ~ROPRIETARY N- 7. NONPROPRIETARY NAMQ

None Benztropine Mesylate USP

8. SuPPLEMENT(s) PROVIDE(s) FOR:

N/A

9. AMENDMENTS AND OTHER DATES

DOA 4/29/94; Corres 5/24/94; Corres 6/29/94; NA 10/26/94; Bio
Letter 11/23/94; Corres (Bio) 10/24/94; Corres (Bio) 12/1/94; Bio
letter 3/10/95; Corres 4/19/95; Amend (major) 5/11/95;
Corres (Bio) 6/9/95; NA 11/27/95; Amend (minor) 1/15/96;
NA 7/5/96; Amend 8/2/96; NA (Minor) 8/16/96; Amend 8/29/96; NA
(minor) 10/17/96; *Amend (minor) 11/13/96

* reviewed amendment

10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Anti-Parkinsonism Rx
Control of extrapyramidal
disorders

12. RELATED IND/NDA/’DMF(s)

-,



13. DOSAGE FORM 14.

1. Compressed %“ diameter white,
flat beveled edged, single scored &
debossed 832 & BM05 & one side plain
tablets.

2. Compressed white, 0.231” x 0.420”
oval single scored & debossed 832 &
BM1 & one side plain tablets.

3. Compressed 9/32” diameter white,
flat beveled edged, single scored &
debossed 832 & BM2 & one side plain
tablets.

15. CHEMICAL NAME AND STRUCTURE

Remains satisfactory.

16. RECORDS AND REPORTS

N/A

17. coMMENTS

POTENCY

0.5 mg

1 mg

2 mg

Review of for Benztropine Sulfate USP was
reviewed by Mr. Sherken on 11/27/96. n now adequate.

18. CONCLUSIONS AND RECOMMENDATIONS

ANDA is approvable.

Bio is acceptable.

Chemistry, manufacturing, testing of Benztropine Mesylate Tablets
USP and Benztropine Mesylate USP are now satisfactory.

Labeling is acceptable.

EER found acceptable on 8/9/96.

19. REVIEWER: DATE COMPLETED:

Stephen Sherken November 27, 1996



Benztropine Mesylate Tablets, USP 0.5 mg, 1 mg, 2 mg ANDA #4o- 103
Rosemont Pharmaceutical Corporation
Major Amendment Response -- 10126/94

NDC o832-108o-1o

Benztropine
Mesylate
Tablets, USP

0.5 mg

Caution: Federal law
prohibits dispensing
without prescription.

1000
Tablets

NDC 0832-10S0-10

Benztropine
Mesylate
Tablets, USP

0.5 mg

Caution: Federal law
prohibtis dispensing
without prescription.

1000
Tablets

Mfd. by Rc.sem.am
PharmaceuticalCIXP.
oenvu, oJ10md0&E23
So410so-lo-m Is$.1-85

m

Mid. by. Rosemont

&%%’&20ci’J%.3
So.oloeo.lwcm ks. 1-s5

Wz

o—
cn—
:~
I

-—
o—m—
o—
I

.—
0

m

.



Y’ -(’J
Benztropine Mesylate Tablets, USP 0.5 mg, 1 mg, 2 mg

ANDA #4o- 103Rosemont Pharmaceutical Corporation
Major Amendment Response -- 10126/94

NDC OS32-IOSO-00

BeMropine
Mesylate
Tablets, USP

0.5 mg

Cmtion: Federal ~
prohibits dispens@
Whcnlt preecliption.

&%eta

Mfd. by Rcmernc.+d
Phannace@icai COW.
-, C010@0e022s
so41Wowoo Iss, 145

Wz

NDC0932-10R@OO

Benztropine
Mesylate

Tablets, USP

0.5 mg

Ceutbn: Federal law
-~ti dispensing
*CMJI PwSCription.

100
Tablets

Mid. by Rosemont
Pharmaceutical cop.
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Benzlxopime Mesylate Tablets USP
ANDA 40-103

Rosexnont Pharmaceutical Corporation
Attention: Marcy Macdonald
301 S. Cherokee Street
Denver, CO 80223

Dear Ms. Macdonald:

Reference is made to the in vitro dissolution data submitted on
December 1, 1994, for Benztropine Mesylate Tablets USP, 0.5 mg, 1
mg and 2 mg.

The Office of Generic Drugs has reviewed the submitted material
has determined that the bioequivalence data is incomplete for
following reason:

The dissolution testing for the 1.0 mg strength of the
test (lot #PD023) and reference (lot #W0804) products was
not acceptable and must be repeated according to USP
conditions. It is noted that the reference product
expiration date is June 1995.

and
the

An action described under 21 CFR 314.96 which will amend this
application is required, if you have any questions, please call
Jason A. Gross, Pharm.D. , at (301) 594-2290.

In future correspondence regarding this issue, please include a
copy of this letter.

Sincerely yours,

Rabindra N. Patnaik, Ph.D.
Acting Director
Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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Benztropine Mesylate Rosemont Pharmaceuticals
0.5, 1, & 2 mg tablet
ANDA ‘#: 40-103

Denver, CO
Submitted:

Reviewer: James D. Henderson December 1, 1994
File: 401O3W.D94

RESPONSE TO
REVIEW OF A WAIVER REQUEST

1. On 4/29/94 the sponsor (formerly Pharmaceutical Basics)
submitted an ANDA (#40-103) for its test products benztropine
mesylate 0.5, 1.0, and 2.0 mg tablets. The listed reference drug
iS Cogentin@ (MSD, NDA #09-193), available as 0.5, 1.0, and 2.0

mg tablets. In support of the request for waiver of in vivo
study requirements, dissolution data (for both test and reference
products) and formulation data (for the test products) were
submitted for all three strengths.

2. In response to a telephone request for additional
information, the firm submitted an amendment on 6/29/94.

3. The firm was requested by telephone on 8/1/94 to supply
dissolution data generated according to USP methods. Since the
firm’s response was not forthcoming the Division review was
completed (file date 11/1/94) and the waiver request was denied.

4. The required data was submitted in a second amendment of
12/1/94.

CQmmm2s:

1. The requested dissolution data obtained using the USP method
is shown in Table 1. The data is acceptable for the 0.5 and 2.o
mg strengths of the test and reference products.

2. For the 1.0 mg stren”gth of the reference product Cogentin@
(MSD lot #W0804), tablet #8 at 5 minutes had only a 9.2 %
dissolved. The sponsor attributes this aberrant value to an
insufficient amount of lN sulfuric acid added prior to
extraction. According to the sponsor, the release rate values
obtained at each of the time points are corrected for the amount
of analyte removed from the dissolution vessel at the preceding
time point. An incorrect release rate value at the 5-minute time
point affects all subsequent values.

Deficiency
.

●.

The Division requires acceptable results for dissolution testing
using 12 units of the test and reference products. The sponsor
acknowledges that dissolution testing results may be uncertain



for the 1.0 mg strength of the reference product. The firm must
repeat dissolution testing for the 1.0 mg strength of the test
(lot #PD023) and reference (lot #W0804) products according to USP
conditions. It is noted that the reference product expiration
date is 6/95.

endat~ . ..

1. The Division of Bioequivalence does not agree that the
information submitted by Rosemont Pharmaceuticals demonstrates
that benztropine mesylate tablets 1.0 mg, fall under 21 CFR
Section 320.22(d) (1) of the Bioavailability/Bioequivalence
Regulations. The waiver of ti vivQ bioequivalence study for the
1.0 mg tablet of the test product is denied.

2. The firm should be informed of the deficiency comment and the
recommendation.

James D. Henderson, Ph.D.
Review Branch II
Division of Bioequivalence

1
/“

RD INITIALED RPATNAIK -
FT INITIALED RPATNAIK 7ti~0 ! ~’

Acting Director
Division of Bioequivalence

JDH/crc/2-14-95/40103

cc: ANDA #40-103 (original, duplicate), HFD-600 (Hare), HFD-630,
HFC-130 (JAllen), HFD-655 (Patnaik, Henderson), Drug File,
Division File
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Table 1. In Vitro Dissolution Testing

Drug (Generic Name) : benztropine mesylate
Dose Strength: 0.5, 1.0, 2.0 mg tablet
ANDA No.: 40-103
Firm: Rosemont Pharmaceuticals
Submission Date: 12/1/94
File Name: 401O3W.D94

I. Dissolution Testing (USP Method):

USP XXII Basket: Paddle: X RPM: 50
No. Units Tested: 12
Mediuxn: 0.1 N HC1 Volume: 900 ml
Specifications: NLT 30 min
Reference Drug: Cogentin~ (MSD)
Assay Methodology : USP

II. Results of In Vitro Dissolution Testing:

Sampling Test Product Reference Product
Times Lot #PD-022 Lot #W0763 exp 6/98
(Minutes) Strength (mg) 0.5 Strength (mg) 0.5

Mean % Range %Cv Mean % Range %Cv

5 51.4 7.5 80.2 9.1

10 93.0 3.7 97.1 5.1

15 94.6 3.9 96.9 4.1

20 95.7 4.8 96.1 2.8

30 96.4 5.7 95.9 3.1

45 96.3 6.5 94.9 j2.8

Sampling Test Product Reference Product
Times Lot #PD-023 Lot #W0804 exp 6/95
(Minutes) Strength (mg) 1.0 Strength (mg) 1.0

Mean % Range %Cv Mean % Range %Cv

5 74.7 11.4 57.7 41.5

10 97.8 3.5 81.6 16.3

15 97.0 3.4 92.2 5.5

20 96.4 3.1 93.8 3.6

30 95.5 4.0 94.5 2.9

45 94.8 2.7 93.0 3.2

3



Sampling Test Product Reference Product
Times Lot #PD-024 Lot #W0697 exp 4/95
(Minutes) Strength (mg) 2.0 Strength (mg) 2.o

Mean % Range %Cv Mean % Range ~Cv

5 53.8 18.5 78.1 14.4

10 96.9 13.5 97.3 3.4

15 99.4 100.1 1.3

20 98.2 100.1 1.4

30 98.3 1.7 99.8 1.2

45 97.5 1.s ~Q.ii 1A
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Benztropine Mesylate Tablets USP,
ANDA 40-103

Pharmaceutical Basics, Inc.
Attention: Marcy Huang
301 South Cherokee Street
Denver, CO 80223

Dear Ms. Huang:

Reference is made to the waiver request submitted on April 29,
1994, and the amendment dated June 29, 1994, for Benztropine
Mesylate Tablets USP, 0.5 mg, 1 mg and 2 mg.

Reference is also made to the following phone conversations with
Jason Gross of the FDA:

August 1, 1994 - Conversation requesting dissolution data.

August 9, 1994 - Conversation with Dr. Waters, discussing
the difficulties involved with the
September 1, 1994 request.

The Office of Generic Drugs has reviewed the referenced material
and we have the following comments:

1. The dissolution methodology submitted to support the
approval of this application did not utilize the USP
specified methodology. The Office considers the USP
methodology as the official method that should be used
for in vitro dissolution testing.

2. The request for a waiver of in vivo bioequivalence
testing has been denied. A new waiver request should be
included as part of your amendment.

You are required to take an action described under 21 CFR 314.96
which will amend this application.



Representatives of the Division of Bioequivalence are available to
discuss this letter and to assist you. Please contact Jason A.
Gross, Pharm. D. at (301) 594-0317 for further assistance.

Sincerely yours,

Rabindra N. Patnaik, Ph.D.
Acting Director
Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation

and Research
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Benztropine Mesylate Pharmaceutical Basics
0.5, 1, & 2 mg tablet Denver, CO
ANDA #: 40-103 Submitted:
Reviewer: James D. Henderson April 29, 1994 &
File: 401O3W.494 June 29, 1994

IU3VIEWOFAWAIVER REQUEST

Background:

1) The sponsor has submitted an ANDA (#40-103) for its test
products benztropine mesylate 0.5, 1.0, and 2.0 Ing tablets. The
listed reference drug is Cogentin” (MSD, NDA #09-193), available
as 0.5, 1.0, and 2.0 mg tablets. In support of the request for
waiver of in vivo study requirements, dissolution data (for both
test and reference products) and formulation data (for the test
products) were submitted for all three strengths.

2) In response to a telephone request (transcript attached) for
additional information, the firm submitted an amendment on
6/28/94.

3) The firm was requested by telephone on 8/1/94 (memo attached)
to supply dissolution data generated according to USP methods.

Comments:

1. The conditions of use, active ingredient, route of
administration, dosage form, and strengths of the test products
are the same as those approved previously for the reference
products.

2. The sponsor has requested waiver of in vivo study
requirements in accordance with 21 CFR 320.22(d) (1) of the
Bioavailability/Bioequivalence Regulations. The reference
product Cogentin” has a therapeutic equivalence rating of “AAf’
which, for demonstration of bioequivalence, requires only an ~
vitro test.

3. The comparative formulations of the three strengths of the
test product are shown in Table 1.

4. The theoretical/finished batch sizes and manufacturing dates
were as follows: 0.5 mg, lot #PD-022,
4/28-5/20/93; 1.0 mg, lot #PI)-023, 4/28-
5/17/93; 2.0 mg, lot #PD-024, 4/28-
5/14/93.

5. The results of dissolution testing are shown in Table 2. The
assay methodology used by the sponsor was an in-house method
which the sponsor states was cross-validated with the USP method
(W 415 rim). Regardless of the acceptability of the in-house
method, the firm must submit results of dissolution testing

——-.



conducted according to USP conditions, and was so informed on
8/1/94. As of 10/31/94, no data had been submitted.

Deficiency:

The firm must submit results of dissolution testing conducted
according to USP conditions, and was so informed on 8/1/94. AS
of 10/31/94, no data had been submitted.

Recommendations:

1. The Division of Bioequivalence does not agree that the
information submitted by Pharmaceutical Basics, Inc.,
demonstrates that benztropine rnesylate tablets 0.5, 1.0, and 2.o
mg, fall under 21 CFR Section 320.22(d) (1) of the
Bioavailability/Bioequivalence Regulations. The waiver of fi
vivo bioequivalence study for the 0.5, 1.0, and 2.0 mg tablets of
the test product is denied.

2. The firm should be informed of the deficiency comment and the
recommendation.

Jam= D. Henderson, Ph.D.
Review Branch II
Division of Bioequivalence

RD INITIALED
FT INITIALED

RPATNAIK
RPATNAIK “+,&(&)

Concur: ~&; ‘Date ~ ,,/1 ! ‘~

Rablndra N. Palxiai~.D. i
Acting Director
Division of Bioequivalence

JDH/crc/10-31-94/40103

cc: ANDA #40-103 (original, duplicate), HFD-600 (Hare), HFD-630,
HFC-130 (JAllen), HFD-655 (Patnaik, Henderson), Drug File,
Division File

2
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Drug (Generic Name) : benztropine mesylate
Dose Strength: 0.5, I.0, 2.(I mg tablet

ANDA No.: 40-103
Firm: Pharmaceutical Basics
Submission Date: 4/29/94
File Name: 401O3W.494

I. Dissolution Testing (USP Method):

USP XXII Basket: Paddle: X RPM: 50
No. Units Tested: 12
Medium: 0.1 N HC1 Volume: 900 ml
Specifications: NLT / 30 min
Reference Drug: Coqentin@ (MSD)
Assay Methodology:

II. Results of ln Vitro Dissolution Testing:

Sampling Test Product Reference Product
Times Lot #PD-022 Lot #W0763 exp 6/98
(Minutes) Strength (mg) 0.5 Strength (mg) 0.5

Mean % Range %Cv Mean % Range %Cv,
5 60.9 7.96 73.0 21.0

10 100.6 1.25 100.5 4.35

15 101.3 , 1.64 103.2 2.37

20 100.8 1.33 104 ● 1 E
30 100.5 1.12 102.9

k

1.25

45 100.5 1.00 102.2 1.65

Sampling Test Product Reference Product
Times Lot #PD-023 Lot #W0804 exp 6/95
(Minutes) Strength (mg) 1.0 Strength (mg) 1.0

I

Mean % Range %Cv Mean % Range %Cv

5 85.0 4.77 73.7 4.55

10 101.4 3.18 86.0 3.36

15 101.3 3.09 92.0 1.95

20 101.1 3.33 96.0 1.44

30 101.0 3.35 99.2 2.30

45 101.0 3.02 99.1 2.18

4



Sampling Test Product Reference Product
Times Lot #PD-024 Lot #W0697 exp 4/95
(Minutes) Strength (mg) 2.0 Strength (mg) 2.o

Mean % Ranqe %C!v Mean % Range %C!v

5 51.8 10.7 84.3 8.31

10 96.6 4.11 104.1 1.85

15 101.1 2.07 104.4 1.84

20 100.8 1.87 103.7 1.30

30 100.6 , 2.33 103.1 1.29

45 100.5 2.21 102.7 1.55
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ANDA 40-103

RosemontPharmaceuticalCorporation
Attention:MarcyMacdonald
301S.Cheokee Street
Denver CO 80223

DearMadam:

Reference is made to your supplemental new abbreviated drugapplicationdatedApril 29, 1994,
submitted pursuant to Section 505@ of the Federal Food, Drug and Cosmetic Actfor
Benztropine Mesyiate Tablets USP, 0,5 mg, 1 mg and 2 mg.

The following comments pertain only to bioequivalency issues in the April 29, June 29,
December 1, 1994 and June 9, 1995 submissions.

The Division of Bioequivalence has completed itsreviewand has no firther questions at
this time.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments maybe revised after review of the entire application, upon
consideration of the chemistry, manufacturing and controls, microbiology, labeling or other
scientific or regulatory issues. A revised determination may require additional information and/or
studies, or may conclude that the proposed formulation is not approvabie.

Sincerely yoyrs,

J .Q,’

V Director,DivisionofBioequivalence
OfficeofGenericDrugs
CenterforDrugEvaluationandResearch
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Benztropine Mesylate Rosemont Pharmaceuticals
0.5, 1, & 2 mg tablet Denver, CO
ANDA #: 40-103 Submitted:
Reviewer: James D. Henderson June 9, 1995
File: 401O3W.695

REVIEW OF AN AMENDMENT

Background:

1. On 4/29/94 the sponsor (formerly Pharmaceutical Basics)
submitted an ANDA (#40-103) for its test products benztropine
mesylate 0.5, 1.0, and 2.0 mg tablets. The reference listed
drug (RLD) is Cogentin” (MSD, NDA #09-193, rated “AA”), available
as 0.5, 1.0, and 2.o mg tablets. In support- of the request for
waiver of in vivo study requirements, dissolution data (for both
test and reference products) and formulation data (for the test
products) were submitted for all three strengths.

2. In response to a telephone request for additional
information, the firm submitted the first amendment on 6/29/94.

3. The firm was requested by telephone on 8/1/94 to supply
dissolution data generated according to USP methods. Since the
firm’s response was not forthcoming the Division review was
completed (file date 11/1/94) and the waiver request was denied.

4. The required data was submitted in a second amendment of
12/1/94. The submission was reviewed (file date 2/16/95) and the
waiver request was denied based on unacceptable dissolution
testing results for the 1.0 mg strength.

The present submission contains the sponsor’s response to the
~eficiency comment from the previous review (file date 2/16/95).

Deficiency Conunent:

The Divi.sioa requires acceptable results for
dissolution testing using 12 units of the test and
reference products. The sponsor acknowledges that
dissolution testing results may be uncertain for the
1.0 mg strength of the reference product. The firm
must repeat dissolution testing for the 1.0 mg strength
of the test (lot #PD023) and reference (lot #W0804)
products according to USP conditions. It is noted that
the reference product expiration date is 6/95.

Snonsor’s Res~onse: Dissolution data for the 1.0 mg strength of
lots PD-023 (Rosemont) and W0804 (MSD) is provided.

Reviewer’s Comment: The dissolution testing was performed on
r 5/22/95 and is shown in Table 1. The sponsor used the USP

method. The reported results are acceptable for the 1.0 mg



tablet. It is noted that the sponsor reported CV’S as “RNG%” and
that the value of If1211 was reported for all time points in the
row labeled “RSD%”. Apparently, the sponsor intended for the

values of 12 to reflect the number of units tested, and the
values labeled as ll~@” to be the ~’s. The reviewer confirmed

these CV values in two cases.

In the previous review (file date 2/16/95) the dissolution data
for the 0.5 and 2.o mg strengths of the test product was found
acceptable.

Reconnnendation:

The Division of Bioequival.ence agrees that the information
submitted by Rosemont Pharmaceuticals demonstrates that
benztropine mesylate ablets 0.5, 1.0,

&

and 2.0 mg, fall under 21

CFR Section 320.22 of the Bioavail~ility/Bioe~ivalence
Regulations. The waiver of ~ vivo bioequivalence study for the
0.5, 1.0, and 2.0 mg tablet of the test product is granted. From

the bioequivalence point of view, the test product benztropine

mesylate tablets 0.5, 1.0, and 2.0 mg are deemed bioequivalent to
CogentinO tablets manufactured by Merck.

James D. Henderson, Ph.D.
Review Branch II
Division of Bioequivalence

RD INITIALED RPATNAIK &-+----=3\3f
FT INITIALED RPATNAIK

9+ ~fc J- ~)-q~~ r&
1,

Concur: { Date ‘u
Keith K. ’Chan, Ph.D.
Director L

Division of Bioequivalence

JDH/gj/10-16-95/40103

cc : ANDA #40-103 (original/ duplicat~)~ ‘FD-600 ‘Hare) r .
HFD-630,

HFC-130 (JAllen), HFD-655 (patna~k~ ‘enderson) J ‘mg ‘=le’
Division File

RD COMPLETED 10/3/95
RD SUBMITTED 10/3/95
RD APPROVED 10/9/95
FINAL SUBMITTED 10/16/95

2



Table 1. In Vitro Dissolution Testing

Drug (Generic Name) : benztropine mesylate
Dose Strength: 1.0 mg tablet
ANDA No.: 40-103
Firm: Rosemont Pharmaceuticals
Submission Date: 6/9/95
File Name: 401O3W.695

I. Dissolution Testing (USP Method) :

USP 23 Basket: Paddle: X RPM: 50
No. Units Tested: 12
Medium: 0.1 N HC1 Volume: 900 mL
Specifications: NLT / 30 min
Reference Drug: Cogentin@ (MSD)
Assay Methodology: USP

II. Results of In Vitro Dissolution Testing:

Sampling Test Product Reference Product
Times Lot #PD-022 Lot #W0804 exp 6/95
(Minutes) Strength (mg) 1.0 Strength (mg) 1.0

Mean % Range %Cv Mean % Range %~
1

5 81.0 15.4 75.4

10 94.1 4.9 98.1

15 93.2 3.0 97.7

20 93.4 3.5 96.5

30 92.2 4.2 97.2

45 91.1 14.2 97.3 E
8.9

4.8

2.2

2.2

2.2

24

3



OFFICE OF
DIVISION OF

ANDA/AADA #40- 103

GENERIC DRUGS - “’s ~
BIOEQUIVALENCE ‘

SPONSOR: ROSEMONT
DRUG: BENZTROPINE MESYLATE
DOSAGE FORM: TABLET
STRENGTHS/(s): 0.5, 1, AND 2 mg
TYPE OF STUDY: N/A

WAIVER/DISSOLUTION :

Ori~inal Submission: 4/29/94
RLD is Cogentin” (MSD), rated AA; O.5, 1, and 2 mg tablets
Sponsor requested waiver of in vivo BE requirements .
Formulation data submitted for all strengths (qualitatively

but not quantitatively proportional )
Dissolution data submitted for all strengths

Amendment #1 submitted 6/29/94 (response to telephone reuuest)

identical

Result : Sponsor used an in-house method cl~imed to “be cross-
validated with the USP method instead of 414 nm) .

Conclusion: Dissolution testing must be repeated with strict
adherence to USP conditions.

Amendment #2 submitted 12/1/94
Dissolution data submitted according to USP method
Results :

Acceptable for O.5 and 2 mg strengths
Aberrant values obtained for one tablet of the 1 mg strength

(attributed to experimental error)
Conclusion: Repeat dissolution testing for the 1 mg strength

Amendment #3 submitted 6/9/95
Result: Dissolution testing for the 1 mg strength was acceptable.
Conclusion: Application is acceptable, waiver may be granted under

21 CFR 320.22(c) .

PRIMARY REVIEWER: James D. Henderson, Ph.D. BRANCH: II

lNITIAL:~DATE “-’’-”

BRANCH C IEF: Rabindra N. Patnaik, Ph.D

INITIAL:A-DATE 12!L~~~

BRANCH: II

DIRECTOR, DIVIS ON OF BIOEQUIVALENCE:
Keith K. Chan, p D

INITIAL’A-DATE ‘q”/’r
(/
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